Dose: 3-4 hrs prior to treatment 1% atrophine solution was supplied in
drinking water to reduce salivation.

i mg of NNN/NNK (contained in 10 uI of distilled water) was carefully
deli vercd on the ventral side of the tongue twice a week till total dose was delivered.
A f:cr treatment, the animals were deprived of food and water for one hour in order
to retain the nitrosamines in the oral cavity,

1.  NNN (Low dose)         -   A total dose of 22 mg/aniraai.

2.  NNN (high dose)         -   A total dose of 72 mg/animai.

3.  NNK                          -   A total dose of 22 mg/aniraai

4.  Distilled water             -   (Solvent) controls.

5.  Untreated controls.

The animals were we?g!"ed pcriuuic&uy. Alter tne completion of the
treatment, ihe animals were kept under observation and the tissues were fixed in
10% formalin for histological analysis.

Results

The tumorigenic effects of NNN and NNK in Swiss male mice are
summarized in Table 1.

The target organs of NNN tumorigenicity were lung, stomach and liver. The
lower dose of NNN induced tumors in the lung of 2/8 (25%) animals in the 10-16
months group. However, the same dose induced tumors in 13/19 (68%) animals
in the later age group (17-22 months). These included lung adenomas, forestomach
papillomas and a hepatocellular adenoma. Apart from these frank tumors, hyper-
plasia of the basal epithelium of the forestomach was observed in 1/8 animals in
the earlier age group (10-16 months) and 3/19 animals in the older age group (17-
22 months). The high dose of NNN induced tumors in 10/16 (62.5%) animals in
the 10-16 months interval, which included lung adenomas (8/16 animals) and
forestomach papillomas (6/16 animals). In the latter age group, the higher dose
of NNN induced tumors in 5/10 animals (50%) which included lung adenomas (3/
10 animals) forestomach papillomas (2/10 animals) and two liver tumors, out of
which one was hepatocelluar adenoma and the other hepatocellular carcinoma
Two out of ten animals showed intense hyperplasia of the basal layer of the
forestomach epithelium in the later age group. One animal in the earlier age group
showed hyperplasia with excessive keratinization in stomach epithelium.

NNK also induced tumors in the lung, forestomach and liver of the treated
animals at both the age groups. The treated animals showed tumors in 9/16 (56%)
animals in the earlier age group (10-16 months), which included lung adenomas
(8/15 animals), forestomach papillomas (2/15 animals) and a hepatoma. At the